Assessment of the quality of life and sexual functions of patients followed-up for non-muscle invasive bladder cancer: preliminary results of the prospective-descriptive study Kas 
Introduction
Bladder cancer is the fourth most common malignancy in men and eighth in women in the USA and Europe. [1, 2] Roughly 75% of diagnosed patients have a non-muscle invasive bladder cancer (NMIBC) which is limited to mucosa (Ta, carcinoma in situ (CIS)) and submucosa (T1). According to European Organisation for Research and Treatment of Cancer (EORTC) risk classification, bladder tumor has high rates of recurrence and progression. In the management of NMIBC, intravesical immunotherapy with Bacillus Calmette-Guérin (BCG) or intravesical chemotherapy may be considered depending on risk stratification, [3] [4] [5] and cystoscopic follow-up is required for many years at regular intervals depending on risk stratification. [6] Hematuria, irritative voiding symptoms, control cystoscopies, follow-up procedures, and uncertainty of having a tumor recurrence have a negative impact on the quality of life (QoL) of NMIBC patients. In addition, QoL is influenced by economic, social, and cultural determinants [7] and subjective aspects (work and family areas and sexual function) of the patients. [8, 9] Although the effect of genitourinary malignancies on sexual dysfunction, defined as a decrease in sexual desire or variability of the sexual response cycle (i.e., excitement, plateau, orgasm, resolution) due to psychogenic or organic causes among men and women can be predicted, while the effect of long-term follow-up of NMIBC and applied multiple procedures on patients' QoL is still unknown. In the literature, QoL data are limited for patients with bladder cancer and primarily focused on muscleinvasive bladder cancer patients.
The aim of this study is to evaluate sexual functions, QoL and depressive symptoms in patients with NMIBC. Patients with the following characteristics were excluded form the study: incapacity or inability to read the questionnaires; presence of another type of cancer; irregular attempts at sexual intercourse within the last 1 month; presence of systemic diseases which may effect the sexual functions (such as diabetes mellitus, hypertension, cardiac diseases, chronic kidney or liver diseases, neurological and/or psychiatric disorders, etc.), use of drugs which may cause sexual dysfunction (such as antihypertensives, antidepressants, antipsychotics, antiepileptics, etc), smokers and alcohol-users. Finally, 50 patients were allocated for the analysis.
Material and methods

Study design
Questionnaires
A 5-item version of the IIEF-5, developed by Rosen et al. [10] and validated in Turkish, [11] was used to evaluate sexual dysfunction in males. There are 5 questions on this form, and 1 to 5 points were assigned for each response. The lowest score is 5 and the highest score is 25. The erectile dysfunction status was classified according to the IIEF-5 score as follows: 5-7 severe, 8-11 moderate, 12-16 mild to moderate, 17-21 mild, 22-25 intact erectile function. The FSFI form, developed by Rosen et al. [12] and validated in Turkish, [13] was used to evaluate sexual dysfunction in females. The FSFI questionnaire consists of 19 questions about sexual activity during the past four weeks, and six subscales. In FSFI questionnaire sum of the scores measures the degree of sexual desire, arousal, lubrication, orgasm, satisfaction and pain (dyspareunia). Each question is scored between 0 or 1 and 6 points. The lowest score is 2 and the highest score is 36 points. State of sexual function according to FSFI scores was classified as follows: >30, good; 23-29 moderate, and <23 poor. EORTC QLQ-NMBIC24 module was used to evaluate the quality of life. [14] There are 24 questions each with 4 options in this questionnaire module. Beck depression inventory, developed by Beck et al. [15] and validated in Turkish, [16] was used to evaluate the severity of depressive symptoms. There are 21 questions on this self-report form with answers each scoring 0 to 4 points. Depression severity was classified as follows: 1-10 minimal, 11-16 mild, 17-20 borderline, 21-30 moderate, 31-40 severe, and >40 extreme.
Statistical analysis
Statistical analysis were performed with Statistical Package for the Social Sciences version 21.0 (IBM SPSS Statistics; Armonk, NY, USA). The data were expressed as mean standard deviation, number and percentage according to the type of variables. Normality tests (Shapiro-Wilk test, p>0.05) were performed to evaluate the distributions of numeric variables.
Results
There were 44 (88%) male and 6 (12%) female patients with a mean age of 57.6±11.5 years. Forty patients received chemotherapy during early postoperative period and twenty (40%) patients received various forms of intravesical treatments (intravesical chemotherapy, n=12; 7 patients intravesical immunotherapy with BCG, n=7; intravesical chemotherapy and immunotherapy, n=1 after transurethral resection of the bladder tumour (TURBT). The demographic characteristics of the patients are shown in Table 1 . The mean scores of the patients' questionnaires are shown in Table 2 . According to the mean scores of these surveys, mild-moderate erectile dysfunction was found in men (IIEF-5: 15.6±5.9; mild-moderate (12-16)), sexual dysfunction in women (FSFI: 19.2±10.9; poor (<23)), severe depression in patients (Beck: 10.7±9.5; mild (11) (12) (13) (14) (15) (16) ).
Eighty-four percent of the patients was not feeling bad about their bladder tumor and 74% of them was not worrying about their daily life. However 64% of the patients never worried about their future health, and 66% of them were not concerned about the results of examinations. Moreover, 24% of the patients were not interested with sexuality, despite 54% did not feel comfortable about sexual sincerity, and 20% of them were not sexually satisfied. Interestingly, 57% of the patients receiving intravesical treatment were concerned that the treatment they received for bladder might infect their partners during sexual intercourse, while 19% of them reported no such concerns. The EORTC QLQ-NMIBC24 questionnaire outcomes of the patients are shown in Table 3 .
Discussion
In NMIBC patients, irritative symptoms due to cystoscopic follow-up and intravesical treatments, and risk of tumor recurrence have a negative impact on their QoLs. In recent studies, QoL of the patients with bladder cancer has been investigated by researchers. [17, 18] Although, most studies on sexual dysfunction and other aspects of QoL have focused on cystectomy patients, QoL evaluation in NMIBC was noticed to optimize health care services and to quantify the negative effects of disease. The aim of measuring of QoL in clinical trials is to give information to patients and their physicians about the effect of treatments on QoL. [19, 20] This information can supplement clinical outcome data in decision making. Patients sometimes report that they have the following symptoms or problems. Please indicate the extent to which you have experienced these symptoms or problems during the past week. Please answer by circling the number that best applies to you.
A recent study has examined sexual dysfunction and its psychosocial correlates among a sample of NMIBC patients. [21] Results of the study, the physical manifestations of sexual dysfunction (ED and ejaculatory problems) among men and vaginal dryness among women, were reported for more than one-half of sexually active NMIBC patients. The study also demonstrated significant psychological and emotional findings. [21] The study showed that treatments affected relationship between patients and their partners. Also patients worried about harming their partner through sexual contact following NMIBC treatment. In a national survey study, 1550 women and 1455 men were evaluated and physical symptoms of sexual dysfunction (e.g., difficulty achieving orgasm) were reported by approximately 35% of the participants. [22] Previous researches also suggest that NMIBC treatment is associated with at least transient sexual dysfunction. [23, 24] In a prospective study, Yoshimura et al. [25] studied the impact of TURBT on QoL of the patients with NMIBC. Physical problems were indicated with the first TURBT, but when the fourth TURBT was performed, patients apparently adapted to frequent interventions, although their general QoL was still affected. The study shows that TURBT has a significant impact on QoL. The exact impact of intravesical treatment on QoL remains controversial. A previous research on the effect of NMIBC on QoL of the patients demonstrated that intravesical treatment could decrease the QoL, [26] but the results from another similar research did not support that conclusion. [27] In our study, there was a major concern felt by 57% of patients undergoing intravesical treatment related that medicine might harm their partners during sexual intercourse.
Until recently IIEF-5 and FSFI scores have not been evaluated for QoL and sexual function in patients with NMIBC. However, EORTC questionnaires have been evaluated in many studies on bladder cancer for years. [28] In the 1990s, the EORTC quality of life group developed modules for bladder cancer, the QLQ-BLS24 for NMIBC and the QLQ-BLM30 for muscle-invasive bladder cancer. [14] The Danish version of EORTC QLQ-NMIBC24 has been tested and the subscales were confirmed in Danish patients, suggesting its usefulness in Scandinavian patients. The questions related to urinary problems and future worries were the most important issues. [29] As in the Blazeby study, [28] the questions relating to sexual function had too many missing data and were therefore of little use in this study. [29] In our study, mild-moderate erectile dysfunction was found in men according to IIEF-5 score; mild-moderate sexual dysfunction was found in women according to FSFI score and mild depression was found in all patients according to Beck score. Also, according to EORTC QLQ-NMIBC24 questionnaire outcomes, 84% of the patients were not feeling bad about their bladder tumor, 74% of them were not worrying about their daily life, while 64% of them never worried about their future health, and 66% of the patients were not worrying about the results of examinations. Twenty-four percent of the patients were not interested with sexuality, and 38% were interested, 54% of patients did not feel comfortable about sexual sincerity, and 20% of the study participants were not sexually satisfied. This study showed that bladder cancer was effective on mental health and impaired sexual function. Our results should help clinicians to inform the patients about NMIBC and progression of the disease.
There are some limitations of this study. Firstly, the study population is very low. But, it is a prospective study and the study is still going on. In this article we would like to share our preliminary results. Secondly, due to the design of this study (descriptive study), we have no control group. Third, we haven't recorded the hormonal parameters, blood fasting glucose and serum lipid profiles which may effect the sexual function.
In conclusion, NMIBC negatively affects the QoL of the patients. During the follow-up of these patients, it is important that they are informed accurately and in detail about the diseases and the treatments to be applied. The expectations about the psychological and social lives of the patients with NMIBC should be taken into consideration and treatment alternatives for these complaints should be discussed with them. 
